was performed using silica gel 60 F524 precoated plates. Preparative flash chromatography was performed using silica gel 60 (40 -63 μm, E. Merck).
Unless otherwise stated, all reactions were carried out under anhydrous conditions in an inert atmosphere (nitrogen or argon) with dry solvents.
Ethyl 2-[3-[tert-butoxycarbonyl(methyl)amino]prop-1-ynyl]thiazole-4-carboxylate (5)
To a solution of ethyl 2-bromothiazole-4-carboxylate (4, 5.0 g, 21 mmol) in 15 ml of dry degassed THF was added diisopropylamine (3.2 g, 32 mmol), followed by CuI (0.2 g, 1.0 mmol) and Pd(PPh 3 ) 2 Cl 2 (0.7 g, 1.0 mmol). After stirring 5 min at RT, methyl-prop-2-ynyl-carbamic acid tert-butyl ester (3.5 g, 21 mmol) was added dropwise to the reaction mixture over 5 min. After stirring overnight at RT, reaction mixture was diluted with tetrahydrofurane and filtered through celite. Solvent was then evaporated and the resulting crude mixture was purified by column chromatography on silica gel using ethyl acetate / 
2-[3-[Tert-butoxycarbonyl(methyl)amino]prop-1-ynyl]thiazole-4-carboxylic acid (6)
To a solution of ethyl 2-[3- [tert-butoxycarbonyl(methyl) amino]prop-1-ynyl]thiazole-4-carboxylate (5, 1.22 g, 3.7 mmol) in 10 ml of tetrahydrofurane was added 2.8 ml of 2 N sodium hydroxide solution (5.6 mmol) at room temperature. The reaction mixture was stirred 3 h at room temperature, then acidified with 2 N aqueous solution of HCl until pH 2, and extracted with ethyl acetate. The aqueous layer was re-extracted with ethyl acetate and the combined organic layer was washed with brine, dried over sodium sulfate, filtered, and evaporated under reduced pressure to deliver 2- [3-[tertbutoxycarbonyl(methyl) amino]prop-1-ynyl]thiazole-4-carboxylic acid (6, 1.1 g, 3.7 mmol, 100 %), which can be used in the next step without further purification. 
Tert-butyl N-methyl-N-[3-[4-[methyl-[(1R)-tetralin-1-yl]carbamoyl] thiazol-2-yl]prop-2-ynyl]carbamate (7)
To a solution of 2-[3- [tert-butoxycarbonyl(methyl) amino]prop-1-ynyl]thiazole-4-carboxylic acid (6, 1.1 g, 3.7 mmol) in 20 ml of N,N-dimethylformamide was added diisopropylethylamine (1.45, 11 mmol), followed by 2-(1H-7-azabenzotriazol-1-yl)--1,1,3,3-tetramethyl uronium hexafluorophosphate methanaminium (HATU, 1.57 g, 4.1 mmol). After stirring 15 min at room temperature, (1R)-N-methyltetralin-1-amine (0.6 g, 3.7 mmol) was added to the reaction mixture. After stirring 16 h at room temperature, the solvent was evaporated and the resulting brown oil was dissolved in ethyl acetate, washed with saturated aqueous sodium bicarbonate solution, 1 N HCl solution, and brine. The organic layer was dried over sodium sulfate, filtered, and evaporated under reduced pressure. The crude mixture was purified by column chromatography on silica gel, using ethyl acetate / cyclohexane 3:7 as eluent 
N-methyl-2-[3-(methylamino)propyl]-N-[(1R)-tetralin-1-yl]thiazole-4-carboxamide (9)
To a solution of tert-butyl N-methyl-N-[3-[4-[methyl-[(1R 9, 28.7, 29.6, 34.3, 40.9, 44.4, 46.2, 46.9, 53.6, 57.8, 104.0, 108.5, 108.7, 125.6, 125.8, 127.0, 127.2, 129.5, 136.4, 138.6, 145.0, 153.7, 163.6, 163.8, 164.3, 168 were added consecutively. The reaction mixture was stirred for 16 h at room temperature, then the solvent was removed under reduced pressure. The remainder was taken up in ethyl acetate and extracted with 5 % aqueous sodium bicarbonate solution and brine. The organic layer was dried over sodium sulfate and evaporated, the residue was purified by chromatography on silica gel, using ethyl acetate / heptane 1 : 2 as eluent system to obtain N-methyl-2-[methyl- [2-methyl-[2-[5-methyl-3-(trifluoromethyl) 
5-(Methylamino)pentanoic acid (15)
A mixture of 1-methylpiperidin-2-one (14, 3.0 g, 26.5 mmol) and 10 ml of 6 N hydrochloric acid was heated for 16 h to 80 o C. Subsequently 5 ml of concentrated hydrochloric acid were added and the reaction mixture was heated for 24 h to reflux. The mixture was cooled to room temperature and concentrated under reduced pressure. The remainder was taken up in diethyl ether and the resulting suspension was stirred for 1 h, then filtered. The solid was collected and dried in high vacuum to deliver 5-(methylamino)pentanoic acid hydrochloride salt (15, 4.4 g, 26.1 mmol, 98 %), which was pure enough to be directly used in the next step. 
Tert-butyl N-(5-amino-5-oxo-pentyl)-N-methyl-carbamate (17)
Oxalyl chloride (7.6 g, 60 mmol) was added dropwise at 0 o C to a mixture of 5- 
3-(Methylamino)propanamide (19)

Tert-butyl N-(3-amino-3-oxo-propyl)-N-methyl-carbamate (20)
A mixture of 3-(methylamino)propanamide (19, 3.4 g, 33 mmol), di-tert-butyl dicarbonate (7.7 g, 36 mmol) in 50 ml of dichloromethane was stirred at room temperature for 30 min. Subsequently triethylamine (4.9 g, 49 mmol) was added and the reaction mixture was stirred for 18 h at room temperature, then diluted with dichloromethane and washed with water. The organic layer was washed with water, dried over sodium sulfate and evaporated under reduced pressure, the residue was dried in high vacuum to obtain tert-butyl N-(3-amino-3-oxopropyl)-N-methyl-carbamate (20, 5.89 g, 29 mmol, 88 %) which was pure enough to be directly used in the next step. 
Tert-butyl N-(5-amino-5-thioxo-pentyl)-N-methyl-carbamate (21a)
A mixture of tert-butyl N-(5-amino-5-oxo-pentyl)-N-methyl-carbamate (17, 3.15 g, 13.7 mmol) and Lawesson's reagent (4.2 g, 10 mmol) in 60 ml of toluene was stirred for 20 h at room temperature, then diluted with ethyl acetate and washed with saturated aqueous sodium bicarbonate solution. The organic layer was dried over sodium sulfate and evaporated under reduced pressure, the remainder was dried in high vacuum to obtain tert-butyl N-(5-amino-5-thioxopentyl)-N-methyl-carbamate (21a, 3.3 g, 13.5 mmol, 98 %) which was pure enough to be directly used in the next step. 
Ethyl 2-[4-[tert-butoxycarbonyl(methyl)amino]butyl]thiazole-4-carboxylate (22a)
Ethyl bromopyruvate (2.6 g, 13 mmol) was added dropwise at room temperature to a mixture of tert-butyl N-(5-amino-5-thioxo-pentyl)-N-methyl-carbamate (21a, 3.1 g, 12.5 mmol) in 80 ml of ethanol. 
Ethyl 2-[4-(methylamino)butyl]thiazole-4-carboxylate (23a)
6 ml of a 4 M solution of HCl gas in dioxane were added to a mixture of ethyl 2- was pure enough to be directly used in the next step. 
Ethyl 2-[2-(methylamino)ethyl]thiazole-4-carboxylate (23b)
3.5 ml of a 4 M solution of HCl gas in dioxane were added to a mixture of ethyl 2-[2-[tert-butoxycarbonyl(methyl)amino]ethyl]thiazole-4-carboxylate (22b, 0.9 g, 2.8 mmol) in 10 ml of dioxane. The reaction mixture was stirred for 18 h at room temperature, then concentrated under reduced pressure. The resulting solid residue was washed with ethyl acetate and dried in high vacuum to obtain ethyl 2-[2-(methylamino)ethyl]thiazole-4-carboxylate (23b, 0.7 g, 2.8 mmol, 99 %), which was pure enough to be directly used in the next step. 
Ethyl 2-[4-[methyl-[2-[5-methyl-3-(trifluoromethyl)pyrazol-1-yl]acetyl]amino]butyl]thiazole-4-carboxylate (24a)
A mixture of (5- 
Ethyl 2-[2-[methyl-[2-[5-methyl-3-(trifluoromethyl)pyrazol-1-yl]acetyl]amino]ethyl]thiazole-4-carboxylate (24b)
Oxalylchloride ( with saturated aqueous sodium bicarbonate solution. The organic layer was dried over sodium sulfate and evaporated under reduced pressure, the residue was purified by chromatography on silica gel, using ethyl acetate as eluent 7, 28.8, 29.9, 34.0, 41.1, 44.8, 45.8, 46.5, 47.0, 53.3, 57.9, 104.4, 108.7, 109.3, 125.5, 126.1, 127.4, 127.8, 129.2, 136.9, 138.6, 145.2, 153.6, 163.1, 163.7, 164.5, 168 .0. 28.8, 29.3, 33.9, 41.0, 44.7, 47.1, 53.6, 57.1, 103.7, 108.2, 109.1, 125.2, 126.1, 127.2, 127.8, 130.1, 136.6, 138.8, 145.3, 154.0, 163.2, 164.1, 164.5, 168.7 . LC-MS: Rt = 2.11 min; MS: m/z = 520
N-Methyl
[M+1] + .
B. Biological Data
Test methods
Phytophthora infestans / tomato / leaf disc preventative (late blight):
Tomato leaf disks are placed on water agar in multiwell plates (24-well format) and sprayed with the formulated test compound diluted in water. The leaf disks are inoculated with a spore suspension of the fungus 1 day after application. The inoculated leaf disks are incubated at 16 o C and 75% rh under a light regime of 24 h darkness followed by 12 h light / 12 h darkness in a climate cabinet and the activity of a compound is assessed as percent disease control compared to untreated when an appropriate level of disease damage appears in untreated check leaf disks (5 -7 days after application).
Plasmopara viticola / grape / leaf disc preventative (late blight):
Grape vine leaf disks are placed on water agar in multiwell plates (24-well format) and sprayed with the formulated test compound diluted in water. The leaf disks are inoculated with a spore suspension of the fungus 1 day after application. The inoculated leaf disks are incubated at 19 o C and 80% rh under a light regime of 12 h light / 12 h darkness in a climate cabinet and the activity of a compound is assessed as percent disease control compared to untreated when an appropriate level of disease damage appears in untreated check leaf disks (6 -8 days after application).
Results
Compound
Phytophthora infestans
(% control at 60 ppm)
Plasmopara viticola
(% control at 60 ppm) 
